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mm^^ mmm 

R ' 

o3 fr\'^'^^HAr-COOR^ 



(^cfi, R^tt^K^M^, Cj_gT;i/^;i/S, Cj_gT;i/^r^;i/^, XliTt/>H/SS:^ 

[|ff#^2] lt^]^l{CfB«®fb'^^Xtt^a^e5lC^^$ti-5^®ifeS:;t^ 
[M^^3] *|J^;^C[>^IS&:atJf/Xtt?&lK®fc«)lcffivxSM*]S2lcfB«<Z)g 



[0 0 0 1] 
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#^ 11-121592 



[0 0 0 2] 

(Journal of Medicinal Chemistry, 1988, Vol. 31, No. 11, p. 2 

i82)icfB«®'fb-&ife;&i:*t>, mmrji&m^m^m-t^ziiiif^mhmz-^t\,x\,^^ 
fj t.mm-^tix\^^o 

[0 0 0 3] 

MAli, h (all-trans) - Um^PiiZ^^^-t ^ 

^P^l^-fe:/3?- - J^ — /t-7T^ U — (Evans, R.M. , Science, 240, p. 889, 19 

88) \zm-t^\y^ J >(ym.\y'^zr9- (rar)ic y Ki: bTi^'^UT, m^ikm 

momm ■ ^it:s>^\f^itmmje^£ e ^mm-t^ :r.tit>^m^ t^iz $ *it v^s (petko 

vich, M., et al.. Nature, 330, pp. 444-450, 1987)„ U'f- J ^ ym^<D^mtS 
^^m^^±9iit'^^ (.mX\t. 4-[(5,6,7,8-tetrahydro-5,5,8,8-tetraniethyl 
-2-naphthalenyl)carbamoyl] benzoic acid: AmSO^if) J yW.t.M^ 

ICRAR ^Ci^-^bT^feS?S'^£S:^»-rSZ:i:*^^l^$tlTV^S (Hashimoto, Y. , C 
ell struct. Funct., 16, pp. 113-123, 1991; Hashimoto, Y. , et al., Biochem 
. Biophys. Res. Commun., 166, pp. 1300-1307, 1990S:#M) o 
[0 0 0 4] 
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[0 0 0 5] 

U^J^Cy^CDi^mm^mhhXit. 4-[5H-2,3-(2,5- $;^5^;i/-2,5- /\:^r-9-y)- 

-7,8-(2,5-$;;>l^;i/-2,5- ^:Sr-!?->^ )-2-:^^ V-2H-l,4-^> l/i^T-^tf >-5- >r 
M -^Ji.#Sg55; H © y S^' T > V a S (PCT/JP96/2709 , ffl 

l^di^nwogy/iioei) e >f K^f^ffi^SSMi: bT^M«:S^7ain;i/T 

^ >M®^l:-^i^*^HI^^iawo98/45242{cls^$tiTVNS„ zi^x ^ (D-fb-a-^li, -e 
tie«ci±w^>^>f Kf^M^^L^vN*>, fe-5v^^i^co^'^y >r K^M^^i^i^-efe 

[0 0 0 6] 

J >( ym<D^mfSii(D^mK-D\i^Xit. l/^y>rKX i^-fe:;^^-(RXR, 9-ci 

$tlfc (Mange Isdorf, D.J. et al.. Nature, 345, pp. 224-229) „ U'^/^f K 

CD^l^nr^^f--^. fllfl&f^i^^cM-^■r-5i:v^*)t^'5 ppar :R.t)f^®^a® i/-fey 

y tji E(D^mf^^mn(Oif^moy^^ ^ m-t^ r t ^^^^ b Jb^ IC $ tlX V> S (Mang 
elsdorf, D.J. et al., The Retinoids, 2nd Ed., Ravan Press, pp. 319-350, 19 

94) o 
[0 0 0 7] 

1/5^7 -f K(Z)f^^65^f^m$:M^•t-5^b■a^%(^^^^^e%^e>^lTV^^(Eyrolles, L 
., et al.. Journal of Medicinal Chemistry, 37(10), pp. 1508-1517, 1994) » 
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11 — 121592 



^(Dnnmcit. mXlt. 4-(5H-7,8, 9,10- 5^ h^t Kn-5,7, 7,10,10- 
^^;V^>\r[e] i-7 h [2,3-b] [1,4] i^Tif tr>-13->f ^M^^m^^ if<Dit^ 

*^W#lC<k»;, 4-(13H-10,ll,12,13- -5^ h^t: Kn-io.icis.is.is-'^;^^^ 
h [2,3-b] [1,2-e] [1,4] i/'T-^tf >-7- ;b) ^S^gE^ if^-fb"^^ 
^^>^>r K • ^i:bTBV^aJ$tlTV^S (#i^¥7-255912#^ 

o 

[0 0 0 8] 

[0 0 0 9] 

M. S: S IC L/ T ^ S tl % © T ^ S o 
[0 0 10] 

[fb2] 
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(^tf. R^iiTK^M^, c^_6r;b^;i/S, c^.^yji'^—jvS. xitriyjvM^^ 
% Kumm^m-t^ $>^i^^m 5-7 M3^xtt#^#f^ 5^1 mn^m^ 

L, R^li7K^M^-XliCj_gT;i/=^r;i/^S:a^t-) -e^$tl^fb-&i^Xtt^©ig«:ll 
[0 0 11] 

— (Evans, R.M., Science, 240, p. 889, 1988) lCMi"-6 l/iZ — , ^*b< 
i*U^7>f Kl^-fe:^^- (RAR ;R.tJ^/Xtt RXR) (Om-^-t ^^BO^^WAXJfXX 

[0 0 12] 

R^iTK^M^, c^_gT;i/^;i/S, Cj_gT;i/'!r^;i/S, xi-S-rtyj]ym^m-t. 

) (DTJv^jvm^it. m:m^. ^um^. m^. x^iz:ne>cDM*■^^^•fr«)v^•r 

4xT'=fe<I:v%o ii}i}^m'tc^_Qrjv^}imiiVXit. M^ii, 

n-:/ntf;vS, -fy^ntr;!/^, i/^^ n:;^^ tr;i/:)t^;i/S, n-:/5^;i/S. sec-y 



5 



aiiE# 2000-304231 8 
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[0 0 13] 

mm^-- 4 «^ ^ b < lim^S^X ti 2 ;S^<D^S]^« S: M v> s d 

i:*^T'^s, TU-;v«®^«i5ctt6~20M, ^?*L< lie-IBM. J;»;^?*b< 

[0 0 14] 

. >f :r M-? J& if® D IMX li2MJSJt Jt"^ tf 4 'v-^^ n S 

cz)^5^DS«$:ffiv>-i>z:i::!b'JT'^So 2MJe^±®'\7^ni^^$:-g-tf#-^lcii. ^ 

li, try $;;i/aj5:if(D^7^DTy tr/>^^^'n;v«j&ifcDgg?n^7^n;^» 
;i/ 5^ ;!/ ;b if S: # if s r i: T* ^ s o 

[0 0 15] 
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T;i/=Sr;i/^>^-*, TU-;i/:i-^$>*, /\-xD3m:r^i/S, ru-;i/^:t«, ^9- 

[0 0 1 6] 
[0 0 17] 

-eiUx-li, >fyyntr;i/S. sec-y^;i/S. y::^5^;i/S. tert-::f^;i/^«i 
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mm^t. t =fo K^mm 5 ~ V MmX«#^5l=#;^ 5 — 7 M^SS:?^^ bX % J; v^„ 
[0 0 18] 

R^A'ftt^-t'£>^>-fe'>^ilR^;SltJ«R^i:JCi: 5,6,7,8-5=- h ^ t Kn-^v'^ 
^^5,5,8,8-5^ h^:>t^;i/-5, 6,7, 8-7^ h^t: K□:^:7 3r tl 

X « 2 <gjet±#^E U T V^ T =fo J: V N „ 
[0019] 

XltnuYym^ii^-to R'**'5a^i-q_eT;i/3dr$/;i/S^i L/Ttt, 

, R%3^f Cj_gT;i/:3r;i/*i: LTli, x^;1/S, n-::fntr;i/ 

-r V'/ntf;i/«, n->r5^;i/S, sec-:/5^;i/tt, >rv^^;i/S. Xtttert-:/ 

[0 0 2 0] 
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[0 0 2 1] 

MXtt2MJetJi. L<ttiM*^e>3M, $?>ic^ff*b<ttiMxt*2M®'\ 
u i;^>f u ^ i^'-f tr u ^5r$^'> e;?>r 

>r M v^ -5 i: *^ T* ^ s o 'st^- a r u - ;i/ -r ;b«<?)j^-&fif g tt^^ic m& s 

o 

[0 0 2 2] 
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#512 11-121592 



[0 0 2 3] 



[0 0 24] 

[0 0 2 5] 
[^fc3] 
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[0 0 2 7] 

o 

[0 0 2 8] 

y-r Kf^ffl^lPMilbT^tMT'^So ±IH<^>^(I)0'fk-&%*^J::BB©VN-rti®# 

m(Dwm:&miz^y'^xitm^^m wooT/noei (pct/jp96/2709) tcga«*^fe»j, 

1/5^ y-f \^(Dj^mm^<Dit^m<DWm:&miZ'^\,^XitEyrolles, L., et al.. 
Journal of Medicinal Chemistry, 37(10), pp. 1508-1517, 1994, RXy^m^7- 

[0 0 2 9] 

m. Bst^. xi^^<D^m - mi^(Dr:Li^(Dmm(Dm^^'^ti.xm\f^^:it.t>^X' 
-frfc^-^icii, u^y ^ ]^(D^mm^ (i^mm^^cDti^xmmi^iti^m. mm 
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[0 0 3 0] 

(D^mfS^'tmt^^Mit^^ im^it. 4-[(5,6,7,8-tetrahydro-5,5,8,8-tet 
ramethyl-2-naphthalenyl)carbamoyl] benzoic acid: Ain80:5jH) ijlt if (D l^f- J 4 

[0 0 3 1] 

(Evans, R.M. , Science, 240, p. 889, 1988) iCM-fS l^-fe^^ -tC^-^bT^ 

xM^^^Brjii£<DmB<D'!^mRx^xxitm'm<Dt=.^<Dmmt.i^xmmx:&^ 

o 

[0 0 3 2] 

flll»f^itf lcM#t-5> PPAR , 5^n^e/> iz-fe-r^^Jf-, ;S:0couP3&ifA>^?>tiTv> 

^ff^ (jei^±© l/-fe::/t5f — JCO V^T, Mangelsdorf, D.J. et al.. The Retinoids, 
2nd Ed., Ravan Press, pp. 319-350, 1994 , Zltie>0 L/-fe:^iJf 

-it. v^•ftl%^'5^y-f Kx i/-fer^^-(RXR) izm^hx±m^Mm^!^W<Di^ 
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[0 0 3 3] 

U^J ^ymm<D&m^^^M-t^it^m mX\t. 4-[(5,6,7,8-tetrahydro-5 
,5,8,8-tetraiBethyl-2-naphthalenyl)carbamoyl]benzoic acid: AmSOJ&if) ICJ: 

[0 0 3 4] 

:7T^ U— (Evans, R.M., Science, 240, p. 889, 1988) XZM't ^ l^'^'f 9^ 

-icM-^bT^ststtSr^^-r-s^®. mx\t. TsT-u^i \:it^m. \^9^y\>^ 
^cMv^s3i:=fo•e^^o s^oT, i/^>'-rKx i/-fey<?-(RXR) icj^-a-r-s 1^5^ 
mM/x\tmm\zm^^^z.iLff^x^^. 

[0 0 3 5] 



1 3 
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#^ 11-121592 

^'A^zi-y^mm<Dmm. -(yy^vy^mwmmmm. >r>xu>©^jtMS. 

[0 0 3 6] 

^m&o^mmm. mm(Dmmo:>mm^jtEi:^ibxm^mmi:imm 
•r^sMfj'^^. :$i^m<Dmm(Dts-m^£mmMMt.u^'mmm(D^u&ii vxu 

[0 0 3 7] 

xj^/'xitf^mzm^^^m^izit. mi^^^mxm^^^n^^a^mmummiyx^^ 
v^„ m^it. mmm(Dmmmiii.xm\'^^n&^r)/'jy'it'^mxit^zyiy:iv 

B.m<D^mMtLxm^^^ti&^r)/vyit^miivxit. m^it. hn^u^ 

-Jy (troglitazone, r y 5S7 - , =^^:^^^^t) , tf:^^U^fV^> (piog 
litazone, #i|HB 6 1-267580 ^^Am^ . BRL-49653(#^5iti-i31169#t43i#) fS^E 

^mvf^:r.tti^X'^&. ^yi/=LVyr^mmMiihXit. ^yt/=LV>. -Oiy 

rm. xiia-vv niyit--\fmmm^jiif<ommtmmi^x%^\f^. 



1 4 



miiE# 2000-3042318 



11-121592 

[0 0 3 8] 

tc ® I- J: o T i^jg «rig P ffl -5 V % «#S P M ® g^M^*^ i: b 

nif^T^. i^man^i^m-t^^mm^i^tLrit. ^mm. .^mm. 
i»AM> MmM. AMM. mmm. ^v-j^m. m&m.^m. mmm^J^ 

m^i.z>^mijai^<Dmiivx\,t. m^it. mmm. m^M^j^yr^vrnmrnmn. *g 
, ^mim. pm^M. ^mm> mmm. M^mM^i:mvf&:r.ii-^x^^ 

a 

[0 0 3 9] 

^mMizmiRxm^o m^it. mnn-^cDm^izitmA-B^^tc*) o.oi ~i,oo 
mm b < it^(D&ifi. mmxit^m(D a e^* ifizm\^xm:^m^-tsz t -hmt. 

[0 0 4 0] 

[^i6M] 

Jg^T. *^reS:IIJ6Mlc<ktJ$ ^tC:^^*;e<flcgi^-r^*^ *^W®igfflttTiB© 
[0 0 4 1] 

#111 : 2-[N-(5,6,7,8-7^h^ll Ka-5,5,8,8-7^ h ^ ;i 7 ^ >-2— f 
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2-:57aa trU ^ i^'>-5-;5j;i/3jf>^X^;i/ lOO mg, KD-5,5,8 
,8-y^h'^:^^JV±y ^ Uy-2-r ^> 108 mg, K2CO3 400 mg(DU^^^ HOT: 

A^^DVh^^^^W- (n-Hexane : AcOEt = 20 : l)lCT3|tgJL, 2-[N-(5,6,7, 
8-5^ b^H KD-5,5,8,8-7^h^>^^;i/-^--7^ b>-2->r T ^ ] If U ^ i^^-S 

170 mg (91%) $:^7to 
Colorless cottons (n-hexane-AcOEt) ; 

(400 MHz, CDCI3) 6 8.95 (s, 2 H) , 7.56 (br s, 1 H) , 7.44 (dd, J 
= 2.4, 9.0 Hz, 1 H), 7.44 (d, J = 2.4 Hz, 1 H) , 7.31 (d, J = 9.2 Hz, 1 H 
), 4.37 (q, J = 7.0 Hz, 2 H) , 1.69 (s, 4 H), 1.39 (t, J = 7.1 Hz, 3 H) , 
1.30 (s, 6 H), 1.28 (s, 6 H) . 
[0 0 4 2] 

2-[N-(5,6,7,8-7^ h^H Kn-5,5,8,8-^ hv^5^;i/:^:7^ l^>-2->f T ^ /] 
\fV^t^>-5-ii3)V^ym:^^JV 52 mg^rm^f y 3 ml IzmtCh. 20 % KOH 

a^^mm 0.5 ml ^M^mm.hr=.o Tj^c-vmnm^^mm.^. Kmt&^z n hci 

lC&l:r, B^m3:^;i/T'Mffibfeo ^#M?: NagSO^ T-^^b, ^^Sr^^SLTg 
eU^^ (^fc-^i^l) (D&^m^^ 52 mg (^4611) 
'fb^ifel 1 : 

Colorless prisms (n-hexane-AcOEt) ; mp >300'C ; 

^H-NMR (400 MHz, CDCI3) 6 9.94 (s, 1 H) , 8.83 (s, 2 H) , 7.57 (s, 1 H) , 
7.55 (d, J = 4.5 Hz, 1 H) , 7.26 (d, J = 8.4 Hz, 1 H) , 1.65 (s, 4 H) , 1.2 
5 (s, 6 H), 1.24 (s, 6 H) ; 

Anal. Calcd for C^gH23N302 • I/2H2O, C: 68.24%, H: 7.23%, N: 12.57%; Foun 
d C: 68.51%, H: 7.02%, N: 12.59%. 
[0 0 4 3] 

M2 : 2-[N-:jl^;i/-N-(5,6,7,8-5^h^li Kn-5,5,8,8-5^ h ^;>l ^;i/:^:7 tJt L/> 
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I 

2-[N-(5,6,7,8-7^ h^ll Kn-5,5,8,8-5^ h^^5^;i/:^'7^ l/>-2-^;i/)T^ J] 
If U ^ S/>-5-?tj;i/:J<>^X^;i/ 104 ng^ DMF 3 ml IC^A^b, ^Zl'V NaH 40 
mg^rDMF 2 iiiUCJ^^$-&fe?S^inx.fe. -^©^3 C^^t^ 0.5 ml trM^Mn 

□ '^'hy^^'f — (n-Hexane : AcOEt = 20 : DiZXm^V. 2- [N-;^ ^;i/-N-(5 
,6,7,8-7^ h^t KP-5,5,8,8-5^ l/>-2-^ ;i/)T ^ / ] tT U ^ 

i;?>-5-;!j;i/7j?>m:i:^;i/®a'fe^^ 105 mg (97X) $:#fco 

^H-NMR (400 MHz, CDCI3) 6 8.88 (s, 2 H) , 7.33 (d, J = 8.4 Hz, 1 H) , 7.2 

0 (d, J = 2.2 Hz, 1 H), 7.06 (dd, J = 2.2, 8.2 Hz, 1 H) , 4.34 (q, J = 7. 

1 Hz, 2 H), 3.57 (s, 3 H) , 1.70 (s, 4 H) , 1.36 (t, J = 7.1 Hz, 3 H), 1.3 
0 (s, 6 H), 1.28 (s, 6 H). 

[0 04 4] 

2-[N->l^;i/-N-(5,6,7,8-5=- h^t Ka-5,5,8,8-7^ h ^ ^>-2— f 
>>l/)T^ tf y ^ i/>-5-*;v^>^x^;i/ 75 mgSrx^ry— ;i/ 4 ml {C^*>b 

, 205t KOH 7K?§?e[ 0.5 ml ^mxMmvtc^o TLcx^ mi^m^^mu^. blj^wl 

5SLT^L-^%2®efe5|eM^ 70 mg (^ifl^) S:#feo 
Colorless needles (EtOH); mp >300 "C ; 

^H-NMR (400 MHz, DMSO-dg) 6 8.75 (s, 2 H) , 7.34 (d, J = 8.4 Hz, 1 H) , 7 
.26 (d, J = 2.2 Hz, 1 H), 7.07 (dd, J = 2.2, 8.2 Hz, 1 H) , 3.49 (s, 3 H) 
, 1.67 (s, 4 H), 1.27 (s, 6 H) , 1.24 (s, 6 H) ; 

Anal. Calcd for C20H25N3O2, C: 70.17%, H: 7.42%, N: 12.3855; Found C: 70. 
49%, H: 7.43%, N: 12.26%. 
[0 0 4 5] 

ms : 2-[N-n-:/atf;i/-N-(5,6,7,8-5^h^t: Kn-5,5,8,8-5^ b^^f^;i/:^:7 ^ 
2-[N-(5,6,7,8-7^ hvt Kn-5,5,8,8-5^ ^^^^;l/:^7^ U>-2-^;i/)r^ J] 
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IfU ^ S/>-5-:itj;i/j}?>^X5^;i/ 165 mgS: DMF 3 ml \Z^t)^V. •eZl'V NaH 130 
mg $:DMF 2 mUcM^ii:fc?«[ 2:1)0^ fco ^©^S^^^b n-::fDbf;P 0.5 ml ^ 

ij^jA^U^hif^y>{— (n-Hexane : AcOEt = 20 : DtCTWS^L, 2- [N-n- 

^ntf;i/-N-(5,6,7,8-5^ K^t KD-5,5,8,8-5^h^^^;i/:^:7 3? i/>-2->r;i/) 

bfU ^ t;>-5-?!j;i/JK>^3i^;i/ 116.5 mg (63%) 
[0 0 4 6] 

2-[N-n-::/n if;i/-N-(5,6,7,8-7^ b^t^ Kn-5,5,8,8-7^ h^:;i^;v-^:7 4t l^>-2 
-4 J]/)7 ^ J]ifV ^Vy-5-iU;V:^yW^^)\y 116.5 mgSra:^ y 5 ml IZ 
mHJ'V. 20% KOH TKmWL 1 «nl S:lin;tM2i^L.fe. T L CT'M*J|-?i^S:5S^^, 

$:W*bTfb-^i^3cZ)e^ffi^^ 108 mg ^#fco 

Colorless prisms (n-hexane-AcQEt) ; mp 222°C 

^H-NMR (400 MHz, CDCI3) 6 8.8 (s, 2 H) , 7.43 (d, J = 8.5 Hz, 1 H) , 7.26 
(d, J = 2.3 Hz, 1 H), 7.08 (dd, J = 2.3, 8.5 Hz, 1 H) , 3.99 (t, J = 7.8 
Hz, 2 H), 1.74 (s, 4 H) , 1.66 (6 th, J = 7.1 Hz, 2 H) , 1.35 (s, 6 H) , 1 

.31 (s, 6 H), 0.93 (t, J = 7.3 Hz, 3 H) ; 

Anal. Calcd for CggHggNgOg. C: 71.90%, H: 7.95%, N: 11.44%; Found C: 71. 
79%, H: 7.99%, N: 11.25%. 
[0 0 4 7] 

M4 : 2-[N-J/^^Dyn tr;i/;*5^;i/-N-(5,6,7,8-7^ h^t: Kn-5,5,8,8-5^ h 

2- [N-(5,6,7,8-x h^t: Kn-5, 5,8,8-5^ 1/ >-2— f T 5 J] 

try ^i?y-5-i]jv^yW^3L^)v 100 ng^ dmf 2 mi iZ^ff^V. -^•^'V Nan 30 

mg^DMF 1.5 nUcM^$-&fcStS:itIX.fe„ ^(D^Mity ^ U^Ulf;]^:^^^)^ 0.3 

ml ^tu7imwLr:io Ti^cx^mmm^^mw^m. Rmm^7i^iz;^i-f cHgCigX- 
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^ — (n-Hexane : AcOEt = 20 : \)\ZXM^\^. 2- 

[N-^^n:^Dif;i/:ji-5^>n/-N-(5,6,7,8-5^ h^t Kd-5,5,8,8-5^ h ^:;^^;l/:^:7 
^Jf l/>-2— f ;i/)r$ bfU ^t^'>-5-:i7;i/JK>^:3i5^>n/ 63 mg (55X)$:#:t„ 
^H-NMR (400 MHz, CDCI3) 6 8.85 (s, 2 H) , 7.33 (d, J = 8.4 Hz, 1 H) , 7.1 
8 (d, J = 2.2 Hz, 1 H), 7.01 (dd, J = 2.2, 8.3 Hz, 1 H) , 4.33 (q, J = 7. 
2 Hz, 2 H), 3.86 (d, J = 7.0 Hz, 2 H) , 1.70 (s, 4 H) , 1.35 (t, J = 7.0 B 
z, 3 H), 1.30 (s, 6 H), 1.27 (s, 6 H) , 1.17 (br m, 1 H) , 0.46 (dd, J = 5 
.9, 12.6 Hz, 2 H), 0.19 (dd, J = 5.0, 10 Hz, 2 H) . 
[0 0 4 8] 

2-[N-e/^ Dyne;i/>l^>;i/-N-(5,6,7,8-"5^ h^t: VU-Z,^S,&-'rh'^ :^^A/± 
7^ lx>-2->r;i/)T^ y] trU ^ i?>-5-?!j;i/JK>^ac-?-;i/ 63 J - JV 4 

ml 20% KOH i^^WL 0.5 ml ^■fMXM.m.Vt:^. T L C TM^^M^ 5:?t 

L, mm^m^hxit^s^^(DBm^mm 55 mg (85.5%) $:^fc„ 

Colorless needles (n-hexane-AcOEt) ; mp 232X5; 

^H-NMR (400 MHz, DMSO-dg) 6 8.73 (s, 2 H) , 7.36 (d, J = 8.4 Hz, 1 H) , 7 
.22 (d, J = 1.2 Hz, 1 H), 7.02 (dd, J = 1.2, 8.4 Hz, 1 H) , 3.84 (d, J = 
6.8 Hz, 2 H), 1.67 (s, 4 H) , 1.28 (s, 6 H) , 1.24 (s, 6 H) , 1.18 (br m, 1 

H), 0.42 (dd, J = 5.1, 13 Hz, 2 H) , 0.14 (dd, J = 5.1, 10 Hz, 2 H) ; 
Anal. Calcd for CggBggNgOg • l/lOHgO, C: 72.64%, H: 7.47%, N: 11,05%; Fou 
nd C: 72.35%, fl: 7.67%, N: 10.81%. 

[0 0 4 9] 

M5 : 2-[N-(5,6,7,8-7^b^fc Kn-3,5,5,8,8-/^> ^ ^;^•:^:7 ^ l/>-2->f;i/ 

2-^DDtf y ^ t?>-5-:ij;i/7K>^:n^;i/ 424 mg, 5,6,7,8-5^ h ^ Kn-3, 5, 5 
,8,8-^>^t:jl^;i/-^7^f l/>-2-T^> 497 mg, K2CO3 1.0 sOU"^^^ HOt: 
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^^i^W^h^^y^- (n-Hexane : AcOEt = 10 : l)lCT5ffl$^b. 2-[N-(5,6,7, 
8-^ h^b: KP-3,5,5,8,8-^>;5f ;]/)r ^ tfU ^ 

-5-;!j;i/7K>^ac^;i/®|tafe*g^ 506 mg (61%) $:#fco 
Colorless prisms (n-hexane-AcOEt) ; 

^H-NMR (400 MHz, CDCI3) 6 8.93 (s, 2 H) , 7.69 (s, 1 H) , 7.16 (s, 1 H) , 
4.37 (q, J = 7.1 Hz, 2 H) , 2.26 (s, 3 H) , 1.69 (s, 4 H) , 1.39 (t, J = 7. 
1 Hz, 3 H), 1.29 (s, 6 H) , 1.28 (s, 6 H) . 
[0 0 5 0] 

2-[N-(5,6,7,8-^ h^t Kn-3,5,5,8,8-/^>^:;l^;i/:^7^ U >-2->f T ^ 

try ^ 2;>'>-5-*;i/7K>^x^;i/ 53 mg$:xt?y-;i/ 2 ■! ic^a^l, 20X kg 

H yi<.mm 0.5 ml S:Anx.3i^J^bfco TLCr'M$4M3I^S:5t^^, Kmm^2H HCl 
fCfeJ:f, B^^x^>n/T'»ffiLfeo NagSO^ T'^^L, ^^SrS^SUT-fb 

-^ifeS^efeffl^S 49 mg 
^b^ife 5 : 

Colorless needles (n-hexane-AcOEt) ; mp 267'C 

^H-NMR (400 MHz, DMSO-dg) 6 9.39 (s, 1 H) , 8.73 (s, 2 H) , 7.20 (s, 1 H) 
, 7.16 (s, 1 H), 2.10 (s, 3 H), 1.64 (s, 4 H) , 1.25 (s, 6 H) , 1.21 (s, 6 

H); 

Anal. Calcd for CgoHggNgOg, C: 70.77%, H: 7.42%, N: 12.38%; Found C: 70. 
49%, H: 7.42%, N: 12.27%. 
[0 0 5 1] 

M6 : 2-[N-:jl^;i/-N-(5,6,7,8-5^ h^t Kn-3,5,5,8,8-'^>^ jjl^;!/-:^^' U 
>-2->f T 5 / ] fcf U ^ V>-5-ij}U:^ym iit-^m 6 ) ©igJt 

• 2-[N-(5,6,7,8-f^ h^H Kn-3,5,5,8,8-^>^^5^;i/-:^7^f JV)r 
^ ^Py-5-i!3Jl7j^>m:i^f-)l' 80 mg$: DMF 2 ml iZ^fj^h. ^Cl^ NaH 

34 mg$:DMF 1 tiUzmm^^r^WL^lM^r:^. -e©^aC?>ffc>l^;i/ 0.5 ml 

mmm^ NagSO^ X-^^b, ^^SrW^Sbit. J^ac^^^^y ^3.5/ i;:*>?f ^ 
I^^WVh^^y^ - (n-H xane : AcOEt = 10 : DiZX^^V. 2- [N-:jI 
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N-(5,6,7,8-^ h^t F^-3,5,5,8,8-^>:5?7^^;^:^7^ l^>-2— f ;i/)T^ y] 
l^U ^ i;^>-5-:i!j;U3j?>Mx^;i/(Dafe^^ 80 mg (96X) $:#fco ^H-NMR (400 M 
Hz, CDCI3) 6 8.96 (s, 1 H), 8.80 (s, 1 H) , 7.19 (s, 1 H) , 7.05 (s, 1 H) 
, 4.33 (q, J = 7.2 Hz, 2 H) , 3.47 (s, 3 H) , 2.06 (s, 3 H) , 1.68 (s, 2 H) 
, 1.68 (s, 2 H), 1.35 (t, J = 7.2 Hz, 3 H) , 1.32 (s, 3 H) , 1.28 (s, 3 H) 
, 1.26 (s, 3 H), 1.25 (s, 3 H). 
[0 0 5 2] 

2- [N-:>l^;i/-N-(5,6,7,8-5^ Fn-3,5,5,8,8-^> ^ 5^;i/-^:7 ^ l^>-2- 

>f >n/)r ^ tru ^ i^'>-5-:^;i/Ji?>^ni^;i/ 64 mg§::ii^t y 3 ml izmt/" 
b, 20X KOH 0.5 ml ^MXm^Vt=.o T L C T'l^Mm^^rSt^^, iKjS 

?S^2N HCUCfeJ-:^. @^^3i5^;i/-ettffibfco NagSO^ T'^^L, ^^S: 

@5feLT-fb-^ifef6®afeffiM^ 57 mg (9655) 
-ffcn-fee: Colorless needles (EtOH) ; mp >300'C ; 

IH-NMR (400 MHz, DMSO-dg) 6 8.83 (br s, 1 H) , 8.68 (br s, 1 H) , 7.22 (s 
, 1 H), 7.14 (s, 1 H), 3.41 (s, 3 H) , 1.96 (s, 3 H) , 1.65 (s, 4 H) , 1.28 

(s, 3 H), 1.26 (s, 3 H), 1.22 (s, 3 H) , 1.20 (s, 3 H) . : 
Anal. Calcd for CgjHgyNgOg, C: 71.36%, H: 7.70%, N: 11.89%; Found C: 71. 
26%, H: 7.74%, N: 11.77%. 

[0 0 5 3] 

M7 : 2-[N-n-::/n br;i/-N-(5,6,7,8-5=- h^t: Kn-3,5,5,8,8-^:y ^ 

2-[N-(5,6,7,8-7^h^tl Kn-3,5,5,8,8-/<>tJf;^5^;i/-^7^? lx>-2— f ;i/)T^ 
/] tf U ^ py-5-i^;iii^ym:J^^Jl 60 mgS: DMF 2 ml IC^A^b, ^Zl^ NaH 5 
0 mgSrDMF 2 BUCSS^$-&fc?S$:iD^fco "tCO^B-^it n-zfUif/V 0.5 ml 

itj^A^W^h^^y^ — (n-Hexane : AcOEt = 20 : l)lCT3tfS3L^ 2- [N— n- 
yntf;i/-N-(5,6,7,8-5=- FD-3,5,5,8,8-/>^> ^ ^ l/>-2->f ;i/ 
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^H-NMR (400 MHz, CDCI3) 6 8.94 (s, 1 H) , 8.78 (s, 1 H) , 7.18 (s, 1 H) , 
7.0 (s, 1 H), 4.33 (q, J = 7.2 Hz, 2 H) , 4.02 (m, 1 H) , 3.61 (m, 1 H) , 2 
.05 (s, 3 H), 1.73 (6 th, J = 7.3 Hz, 2 H) , 1.69 (s, 4 H) , 1.32 (t, J = 
7.3 Hz, 3 H), 1.32 (s, 3 H) , 1.28 (s, 3 H) , 1.26 (s, 3 H) , 1.25 (s, 3 H) 
, 0.93 (t, J = 7.3 Hz, 3 H) . 
[0 0 5 4] 

2-[N—n-:;^ntr;i'-N-(5, 6,7,8-5^ h^t Fn-3,5,5,8,8-/<>^?:jl5^;i/-^-7^ U 
y-2->( )V)r ^ J]ifV ^i^>-B-itj;\/:^ym:i^^^\^ 7Z mgSr^i^y-;!/ 3 ml iz 

^*^L, 2035 KOH 7K^?g 0.5 ml ^■m^Mmi^tc. T lu ct^mnm^^mu^. 

Colorless needles (n-hexane-AcQEt) ; mp 193*0 ; 

^H-NMR (400 MHz, CDCI3) 8 9.01 (s, 1 H) , 8.84 (s, 1 H) , 7.21 (s, 1 H) , 
7.0 (s. 1 H), 4.09 (m, 1 H) , 3.64 (m, 1 H) , 2.07 (s, 3 H) , 1.71 (6 th, J 

= 7.3 Hz, 2 H), 1.69 (s, 4 H) , 1.33 (s, 3 H) , 1.28 (s, 3 H) , 1.26 (s, 6 

H), 0.95 (t, J = 7.3 Hz, 3 H); 

[0 0 5 5] 

ms : 2-[N-$/i'n:/Dlf;i/:*^;i/-N-(5,6,7,8-7^ t Kn-3,5,5,8,8-^>^? 

2-[N-(5,6,7,8-7^h^bl Kn-3,5,5,8,8-/Odt^-5";i/T?--7^ Uy-2->( )V)T ^ 
y] trU ^ i^>-5-*>n/JJ<>^:n^;i/ 80 mg& DMF 2 ml IC^*^L, ^ NaH 4 
5 mg$:DMF 2 mUC^«|$-frfe?^ SriflX-fc. -^(D^Mitiy ^ U-:fUif)V }V 0.3 

ml ^m^. 50TCT'M#ufeo Tiacx-mnm^^nm'^. Rmm^yi^iz:^if c 
HgCigT'ft&mLfco ^mmt: Nagso^x-^j^b, ?§^5:W*ufeo m^^y^^yt^ 

a.iyVHj^Jlitj^J^^U'^h^^y^f- (CH2Cl2)lCT5|«igb. 2-[N->>^n^n 
tf;i/^^;i/-N-(5,6,7,8-7^ h^t \^U-3,5,5,8,8-^y^:f'^J\yi-y^\yy-2->( 
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I 

69 msii^tcLo 

[0 0 5 6] 

2- [N— ^ D :/D tf ^;i/-N-(5,6,7,8-7" h ^ H Kn-3,5,5,8,8-Al> -J? ;t ^ 
l/>-2->f ;1')T$ yjtru ^ y>-5-:j!j;i/;K>^:i:^;i/ 69 mg&jcrjry - 
;i/ 3 ml izmii'L. 20% KOH :!fc^?S 0.5 ml iiijaXMmLtco T L Clr Mf4M3^ 
ig:iS?ilS:2N HCUCfei-t. if^:n^;i/T'ttmb;t„ W^iMS: NagSO^ T* 

nmh. mm^'^^i^xit^ms(D&^'m.u^ 59 mg (69%) 

^b-R^S : Pale yellow prisns (CH3OH) ; mp 123*0; 

^H-NMR (400 MHz, CDCI3) 6 8.96 (s, 1 H) , 8.83 (s, 1 H) , 7.18 (s, 1 H) , 
7.11 (s, 1 H), 4.10 (dd, J = 6.6, 14.1 Hz, 1 H) , 3.47 (d, J = 7.5 Hz, 1 
H), 2.08 (s, 3 H), 1.69 (br s, 2 H) , 1.68 (br s, 2 H), 1.33 (s, 3 H) , 1. 
27 (s, 3 H), 1.26 (s, 6 H) , 1.19 (br m, 1 H) , 0.47 (br m, 2 H) , 0.22 (br 
m, 2 H) ; 

Anal. Calcd for C24H3JN3O2 • iMHgO, C: 72.42%, H: 7.98%, N: 10.56%; Foun 
d C: 72.45%, H: 7.94%, N: 10.35%. 
[0 0 5 7] 

M9 : 2-[N-(3,5-i;?-tert--:^5^;i/^a:Zi;i/)-N-^^^r ^ 7] try ^VZ/-5-:tiJ\y 

2-^DD ifU ^ 5^'>-5-:;lj;i//Jf>^:i:^;i/ 335 mg. 3,5-i/-tert--:f^JU7:=.V> 
370 og, K2CO3 600 msom^m^ llOXJT'iD^ Lite T L C^MiPfM^ 5:^^ 

jSL/ifeo ^S^y'yyt/=LiyViJ^J\y:^^2^^U'Thif^Z7^- (n-Hexane : A 
cOEt = 10 : DiZXmmV. 2-[H-i3,5-i^-tert-zf^}\^y 3L-n^)7 ^ ^ 
2^'>-5-^;i/d<>m3i^;i/(Defe^^ 574 mg (90%) $:^ifc„ 

^H-NMR (400 MHz, CDClg) 6 8.96 (s, 2 H) , 7.47 (d, J = 1.7 Hz, 2 H) , 7.4 
1 (s, 1 H), 7.21 (t, J = 1.7 Hz, 1 H), 4.37 (q, J = 7.1 Hz, 2 H) , 1.40 ( 
t, J = 7.1 Hz, 3 H), 1.35 (s, 18 H) . 
[0 0 5 8] 

2-[N-(3,5->y-tert-:;^^;i/7x:^;i/)T^ 7] 5 JVj^>m:^^ }l 50 
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mg^ DMF 2 ml K^ff^L. ^Z.^ NaH 45 mg$:DMF 1 mUcSl^$i±;tM$:*n^ 

fco ^(D^B^itj^^jv 0.3 ml ^m^mwhtzL. Ti^cx-mnm^^mu^. 

jKf5?S5:7KJC&lt CHgClgT-ttmLfco mmm^ Na^SO^ T'l^^L, ig^SrW* 
b7b„ i/a.i/U;!j'^f;i/?S7 9A^'nvh^*'^'7>r— (n-Hexane : AcO 

Et = 10 : Dizxmmv^ 2-[N-(3,5-e;>-tert->^^;i/:7m;v)-N-^^;i/T^ y 

1 try ^ $;>-5-;!j;i//}<>^3i5^;i/©e-fe^^ 49 m (95%)$:#feo 

VnMR (400 MHz, CDCI3) 6 8.86 (s, 2 H) , 7.35 (t, J = 1.8 Hz, 1 H) , 7.1 

2 (d, J = 1.8 Hz, 2 H), 4.34 (q, J = 7.1 Hz, 2 H) , 3.59 (s, 3 H) , 1.35 ( 
t, J = 7.1 Hz, 3 H), 1.34 (s, 18 H) . 

[0 0 5 9] 

2-[N-(3,5-i/-tert-^5^;i/:7x-;i/)-N-^^;i/r ^ tT U ^ A^:^ym 
x^;i/ 49 mg^ro:^ J-JV 4 ml IC^^^b, 20% KOH :?fc^?R 1 ml S:in;^5iSSb 
fc. TLCT'Mf4M^S:5i^>^. MfB:?KS:2N HCUcfelt, S^^a:^;i/T'^Am Life: 
o mmm^ NagSO^ -e^Jlb, ^^$:^5SbTib-^^9(Z)efe5ffi^a 47 mg 

^b^%9: Colorless needles (n-hexane-AcOEt) ; mp 261-26310; 

h-am (400 MHz, OMSO-dg) S 8.74 (s, 2 H), 7.31 (tr s, 1 H), 7.14 (br s 

, 2 H), 3.51 (s, 3 H), 1.29 (s, 18 H) ; 

Anal. Calcd for CgoHgyNgOg-l/SHgO, C: 69.13%, H: 8.03%, N: 12.10%; Found 
C: 69.19%, H: 7.78%, N: 11.87%. 
[0 0 6 0] 

miO : 2-[N-X^;V-N-(3,5-i;-tert-^^;i/:7ai^;i/)T^ / ] tf U ^ 

2-[N-(3,5-i;-tert-::f^;V>'3i-;v)T^ y ] tT ij ^ $;>-5-:«j;bJK>Mx^;i/ 50 
BgS: DMF 2 ml IC^*>L, ^Zl^ NaH 45 mg$:DMF 1 mUC^MS •&fe?£$:j&n^ 
fc, ^<Z)^3'?^bni^;i/ 0.3 ml $:iD^m#bfeo T L C T'M3|Sfm^S:5S^^> 
JS:fS;?lKS:7KtCfel-t CHgClg-ettffiLito NagSO^T-^^b, 
fc. ^^^y'^yiyn.i/ViiJ^JliiJ'^^^tl'^h^'^y^— (n-Hexane : AcOEt 
= 10 : DtCTJfiJSL, 2-[N-X^;i/-N-(3,5-i/^-tert-:/^;i/7ai-;i/)r 5 
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t^y ^ i^'>-5-;fj;i/jK>^x^;i/0e€!;^^ 53 mg (99%)$:#fc„ 

^H-NMR (400 MHz, CDCI3) 6 8.84 (s, 2 H) , 7.37 (t, J = 1.7 Hz, 1 H) , 7.0 

6 (d, J = 1.8 Hz, 2 H), 4.33 (q, J = 7.1 Hz, 2 B) , 4.05 (q, J = 7.2 Hz, 

2 H), 1.35 (t, J = 7.1 Hz, 3 H) , 1.34 (s, 18 H) , 1.26 (t, J = 7.1 Hz, 3 
H). 

[0 0 6 1] 

2-[N-ai5^;i/-N-(3,5-i?-tert->r^;i/:7x::i;i/)T^ y] tf U ^ i^y-5-:fy Jfl^^ym 
3L=f-n/ 53 mg$:a:^?y-;]/ 4 ml {C^Tb^L, 20% KOH ii^^WL 1 ">! ^M^M^X^ 

o Na2S04 T'^^b, ^^SrW^fe bT^b^#fl0(Z) S^Eiffi^^ 49 mg (99 

^b-n^feflO: Colorless cottons (n-hexane-AcOEt) ; mp 27710; 

^B-NMR (400 MHz, DMSO-dg) 6 8.73 (s, 2 H) , 7.34 (br s, 1 H) , 7.06 (br s 

, 2 H), 3.99 (q, J = 7.0 Hz, 2 H) , 1.29 (s, 18 H) , 1.17 (t, J = 7.0 Hz, 

3 H); 

Anal. Calcd for Cg^nggNgOg- l/SHgO, C: 70.35%, H: 8.25%, N: 11.72%; Found 
C: 70.37%, H: 8.06%, N: 11.64%. 
[0 0 6 2] 

Mil : 2-[N-(3,5-S^-tert->^^;i/>'3:::i;i/)-N-n-:;^n tr;i/T^ t^U ^ V^-^- 

2-[N-(3,5-t;-tert--;^^;i/:7 3:n;p)r ^ y ] tTU ^ V^-^-iJ )\^-^ym:r.^ )\^ 50 
mg$: DMF 2 ml {C^*>b, NaH 40 mg$:DMF 1 mllC^^^itfcJRSrin;^ 

fe. ^©ma^^-fb n-:/Dtr;i/ 0.3 mi $:*n^m#ufco t LCT*MMm^$:St 

W*bfco J^atSr^^^y i/3.i/i;:j!jy;i/:*^Ai'DV h ^^^:7'f - (n-Hexane : 
AcOEt = 10 : l)tcmSSL> 2- [N-(3,5-y-tert-^^;i/7 3iX;b)-N-n-::/"n If 

;i/T^ 7] tf U ^ ^>-5-:?!j;V/JO^x^;i/J3i;t;^n-::/ci 5 
6 mgS:#fc„ 
[0 0 6 3] 
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ym.:^^)^ 56 mg^roi^ 4 ml iC^jb^b, 20S5 KOH tK^?^ 1 ml ^M^M. 

?^bfc= TLC-^MMm^S^?:?!!^^, 2N HC UCfe(-t. B^^ac5^;i/T'Mffi 

bfco ^aMS: Na2S04l?|g^L. ^^SrM^S bT^b-^#lll© fifeffiM^ 51.5 m 
g (99P $:^fc= 

^b-R^ll- Colorless prisms (n-hexane-CH2Cl2) ' 219 "C ; 

^H-NMR (400 MHz, CDCI3) 6 8.87 (s, 2 H) , 7.39 (t, J = 1.8 Hz, 1 H) , 7.0 

6 (d, J = 1.7 Hz, 2 H), 3.96 (m, 2 H) , 1.71 (6th, J = 7.5 Hz, 2 H) , 1.34 

(s, 18 H), 0.94 (t, J = 7.4 Hz, 3 H) ; 
Anal. Ca led for C22H3iN302-l/5H20, C: 70.825K, H: 8.48%, N: 11.27%; Found 

C: 70.79%, H: 8.27%, N: 11.18%. 

[0 0 6 4] 

mi2 : 2- [lA-t/^UZfn fcrA';*^;i/-N-(3,5-^-tert-::f5^;i/:7in;i/)r ^ \^ 

2-[N-(3,5-t;-tert-:/5^A7ai — ;i/)T^ If U ^ S^'>-5-:^7>n//K>M3l^;i/ 50 
mg$: DMF 2 ml IC?§;&>L, ^Zl^ NaH 45 mg^DMF 1 mUc^^S-tirfcMSriP^ 

fco ^cD^^-ffce/^D >^nb:;b^^;i/ 0.2 mi S:in^«#b>t. TLcr-Mra 

^S:«S^^. ;RjS?K€:7KlCS>Jt CH2Cl2T'«im b:/^o Na2S04-e^^L. 
^^$:W*Ufco JSaE?:37^*;^nS/U:;!jy;b:*r^A^ny'h^^:7>f- (n-He 

xane : AcOEt = 10 : l)lCT5ftS3b, 2- [N-5> O :/D tf ^^-N-(3,5-i;-te 

rt->^^;i/:7 3:n;i/)T^ y] tru ^ 2;>-5-:j!j>n/jK>^x^;i/i3it5i/^ n::/"ni:f 

;i/^5^;i/aiX-5^;i/®?g-^i^ 55 mg (96%) Sr^feo 

VnMR (400 MHz, CDCI3) 6 8.84 (s, 2 H) , 7.37 (t, J = 1.7 Hz, 1 H) , 7.1 
0 (d, J = 1.7 Hz, 2 H), 4.33 (q, J = 7.1 Hz, 2 H) , 3.87 (d, J = 6.8 Hz, 
2 H), 1.35 (t, J = 7.2 Hz, 3 H) , 1.34 (s, 18 H) , 1.26 (br m, 1 H) , 0.46 
(m, 2 H), 0.18 (d, J = 4.6 Hz, 10.5 Hz, 2 H) . 
[0 0 6 5] 

2-[N-S/^n::^ntr;b>if^;i/-N-(3,5-e/-tert-:/^;i/:7a:n;p)T^ try ^ ^ 
>-5-;!j;i/jJ?>^x5^;i/ 55 mgS:x^y-;i/ 4 -i iz^fi^h^ 20% koh a^^mWi 1 
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51.5 mg $:#feo 
it^%12z Colorless powder (n-hexane-CHgClg) : mp 194 "C; 
^H-NMR (400 MHz, CDCI3) 6 8.89 (s, 2 H) , 7.40 (t, J = 1.8 Hz, 1 H) , 7.1 
1 (d, J = 1.8 Hz, 2 H), 3.89 (d, J = 7.0 Hz, 2 H) , 1.34 (s, 18 H) , 1.18 
(br m, 1 H), 0.48 (dd, J = 4.6, 13 Hz, 2 H) , 0.20 (dd, J = 5, 10.1 Hz, 2 

H); 

Anal. Calcd for CggHg^NgOg-l/SHgO, C: 71.28%, H: 8.24%, N: 10.85%; Found 
C: 71.29%, H: 7.99%, N: 10.73%. 
[0 0 6 6] 

Ain80 [4- [(5,6,7,8-7^ h^l^ F n-5,5,8,8-5=- h ^ ^ ^;i/-2-^ :7 ^Jl U~;V)iJ)\/ 
A=^4M^Bmm (1X10"^° M) S:MV^:t„ 4f ^HB61-76440-^4)^#lCfB«$tl 

fc^^icmcT. m-wm^^Bitmmmmi^-eo^m^^x. mnn^^(D^^t^ 
mmmti5^'c^-huzr}v-v^h^\r^J^2^ (NBT) <Dm7tmmMiz^i)m&v 

m. 1 \z.^-t. 

[0 0 6 7] 
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m^^m.] ^(I) (R^ttTK^M^, C^_gT>n/^;i/». Cj_eT;i/>5r-;i/^, X 

e> 3 D tf 5 M^X li 6 '^■T^ n T U - >f b 

, R^li*^M^XttCj_gT;i/^;i/aS:at'r) T'^$4xS>fI:-^ifefXl±^®i^o 
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